PATENT COOPERATION TREATY 



From the 

INTERNATIONAL SEARCHING AUTHORITY 



To: 



see form PCT/ISAy220 



PCT 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 

(PCT Rule 435/S.1) 



Date of mailing 



Applicant's or agent's file reference 

see form PCT/ISA/220 




FOR FURTHER ACTION 

See paragraph 2 below 


International application No. 
PCT/US2009/036965 


International filing date (d ay Art o nth// ear) 
12.03.2009 


Priority date (dayAnonth/year) 
14.03.2008 


international Patent Classification (IPC) or both national classification and IPC 
INV. A61K9/14 A61K31/565 




Applicant 

ELAN PHARMA INTERNATIONAL LTD. 



This opinion contains indications relating to the following items: 



EI 
□ 

EI 

□ 
□ 
□ 



Box No. I 
Box No. II 
Box No. Ill 
Box No. IV 
Box No. V 

Box No. VI 
Box No. VII 
Box No. VIII 



Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

^f^.l Sta -f T Bnl Un ^ er R Y' e ^^WO with re 9 ard *° novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 
Certain observations on the international application 



2. FURTHER ACTION 

If a demand for international preliminary examination is made, this opinion will usually be considered to be a 
written opinion of the International Preliminary Examining Authority f lPEA") exceot that th£ Hno! !! * i * 
the applicant chooses an Authority other thaMhto one tooe iM* Where 

wTno^ RU,B that ° pini °- °< 'nternatio^^ 

If this opinion is, as provided above, considered to be a written opinion of the IPEA the aDDlicant is invito to 



3. 
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Box No. I Basis of the opinion 



2. 
3. 



1. With regard to the language, this opinion has been established on the basis of: 
S the international application in the language in which it was filed 

a. type of material: 

□ a sequence listing 

□ table(s) related to the sequence listing 

b. format of material: 
Q on paper 

O in electronic form 

c. time of filing/furnishing: 

□ contained in the international application as filed. 

□ filed together with the international application in electronic form. 

□ furnished subsequently to this Authority for the purposes of search. 

5. Additional comments: 
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?pp.icab!!!tv NOn - eSlab " Shmen ' ° f ° pin, ° n with «° "ov «y." '"ventive step and industria. 

The questions whether the claimed invention aDDears to h*» nnwni ^ i«w~k 

obvious), or to be industrially appfcabk f SSS^^^f rSg?,? 1 ,nvent,ve ste P < to be 
□ the entire international application 
S claims Nos. 1-86 in part 
because: 

25 XlS^ernl^ C,aimS NoS " «° *e ™°wing subject matter which does 

SI ^ events ^ or said claims Nos. are so unclear 

mIa C S S u. opfnlonc^ SO supported by the description that no 

see separate sheet 

^international search report has been estab.ished for the whole application or for said Cairns Nos. I^gjn 

S^SSSSS^: COUW ^ be f ° rmed WithOUt * e se ^ence .isting; the appHcant did not. within the 

° S^^^ P-ided for in Annex 

Authority in a form and manner aroeptebte to ft ava,,able l ° *e International Searching 

° ofTe, AdSS^ 2? the standard provided for in Annex C 

Authority in a form and marTner Ic^tabte to T liable » the International Searching 

° ^n"^i£ WaK !bV he ,UrniShin9 ° f 3 se ^ ence «»» response to an 

° ^Xt^SlSSaS^ K^iJ "TP t0 - the Sequence ,isti "9^ th. applicant 
requirements provided to fn ^ex^i^^eMm^^i^^r f ° rm com P'y in 9 with the technical 
availabie to the International S^$Z^^g£%* ^nnT^rSet ^ n0t 

° ^Anne^^^^ 
□ See Supplemental Box for further details 



□ 
□ 
IS) 

□ 
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Box No. IV Lack of unity of invention 



1 • ° S&TAr^ (F ° rm PC ™ SA * 06 > *° P*Y actional fees, the applicant has, within the 

□ paid additional fees 

□ paid additional fees under protest and, where applicable, the protest fee 

□ paid additional fees under protest but the applicable protest fee was not paid 

□ not paid additional fees 

2 - H ^^^t^S^^T^ 1 ° f Unity ° f inV6ntion is not com P' ied and chose not to invite 

3. This Authority considers that the requirement of unity of invention in accordance with Rule 13.1. 13.2 and 13.3 is 
□ complied with 

H not complied with for the following reasons: 
see separate sheet 

4. Consequently, this report has been established in respect of the following parts of the international application: 
0 all parts. 

□ the parts relating to claims Nos. 



1. Statement 

Novelty (N) Yes: Claims 

No: Claims 1-86 

Inventive step (IS) Yes: Claims 

No: Claims 1-86 

Industrial applicability (IA) Yes: Claims 1-53 

No: Claims 54-86 

2. Citations and explanations 
see separate shppt 
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International application No. 
PCT/US2009/036965 



See International search report (ISR), Box 11.2 and Further Information sheet 
PCT/ISA/210. 



Re Item IV 

The ISA considers that the international application does not comply with the 
requirement of unity of the invention as set forth in Rules 13.1 , 13.2 and 13 3 PCT 
tor the following reasons: 

The inventive concept of formulating an antiangiogenic agent in stabilized 
nanoparticulate (nanocrystalline) dispersion wherein the nanoparticles have 
effective average particle size of less than 2000 nm and comprise a surface 
stabilizer associated therewith is not novel (see documents D1 to D5 cited in the 
ISR). Therefore, lack of unity arises as each single angiogenesis inhibitor as 
defined in claim 2 represents a separate invention, the multiple inventions covered 
by claim 2 not sharing any special technical feature(s) making a novel and 
mventive contribution over the prior art within the meaning of Rule 13.2 PCT. 

Re Item V 



1. 



(N) 



The relevant prior art documents are referred to as D1 to D9 as in the order of 
appearance in the International Search Report (ISR). Unless otherwise. indicated 
reference is made to the passages of said documents cited in the ISR. 

Citations and explanations supporting the statement with regard to novelty (N) 
mventive step (IS) and industrial applicability (I A) (Rule 436/s.l (a)(i) and (b) PCT): 

The subject-matter of claims 1 , 34 and 54 is not novel because it is anticipated by 
the prior art (Article 33(2) PCT). 

D1-D5 anticipate solid nanoparticulate dispersions of angiogenesis inhibitors (2- 
methoxyestradiol, tamoxifen, medroxyprogesterone, paclitaxel, thalidomide etc ) 
havmg effective average particle size of less than 2000 nm, and a non-crosslinked 
polymenc surface stabilizer adsorbed onto / associated with the surface of the 
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nanoparticles, in particular polymers such as HPC, HPMC, copovidonum etc In 
particular, D1 and D2 anticipate exactly same subject-matter as claimed in present 
claims. Accordingly, nothing new can be seen in the subject-matter of present 
application. 

(IS) The subject-matter of claims 1 , 34 and 54 is not considered to involve an inventive 
step (Article 33(3) PCT) for the reasons mentioned above. 

(IA) The subject-matter of claims 1 -53 is considered to be industrially applicable 
(Art.de 33(4) PCT). The possibility of industrial application is beyond any doubt 
The subject-matter of claims 54-86 is not considered to be industrially applicable 
as it cannot be used in "industry" as defined in the Paris Convention for the 
Protection of Industrial Property (Article 33(4) PCT). 

3. Reservation statement regarding patentability: 

The patentability of claims to methods of medical treatment (present claims 54-86) 
can be dependent upon the formulation of the claims. The EPO for example 
does not recognise as patentable claims to the use of a compound in medical 
treatment, but may allow claims to a product, in particular substances or 
compositions for use in a first or further medical treatment 



rm PCT/1SA/237 (Separate Sheet) (Sheet 2) (EPO-April 2005) 



Possible steps after receipt of the international search report (ISR) and 
wr.tten op.n.on of the I nternational Searching Authority (WO- ISA) 



General 
information 



ISA wi l ^ahiSh L u f ' ,ed ° n ° r after 01/ 01/2004 the competent 

«iaA w.ll establish an ISR It is accompanied by the WO- ISA. Unlike the 
former written opinion of the IPEA (Rule 66.2 PCT), the WO-ISA i not 

ZZur^'TT^ t0 ' bUt t0 bQ taken into considerat^loTf rthe 
procedural steps. This document explains about the possibilities. 



Amende C ' a ' mS ™£* * ^ * ' SR th ° the 

Art 1<5 Prr applicant may file amended claims under Art. 19 PCT directly with the 

Art. 19 PCT h n .^" at '° na, !^eau of Wl PO. The PCT reform of 2004 did no^ chanae 

^WM&JXSZ inf0rmati ° n ~* ™* 46 PCT as weTS 

rorrn h^i/isa/220 and the corresponding Notes to form PCT/ISA/220; 



Filing a demand 
for international 
preliminary 
examination 



PEA Th£ shouTd^i^ Wi " be conadered the written opinion of the 
in^na^oLl nril^i" V ° aSeS ' make W unne ^ssary to file a demand for 
to me Sn? E jnary examination: If the applicant nevertheless wishes 
to file a demand this must be done before expiry of 3 months after the 
Stf 0f h ma,,m9 ° f the 'SR/WO-ISA or 22 months after pNbriw 

34 m ? h e 7.Lf ' ater (Ru ' e 541515 ^ Amendments under 

°! n be f,led Wlth the IPEA as before, normally at the same time*, 
filing the demand (Rule 66.1 (b) PCT). Y t,me 35 

C Lmm^ and f °J intern , ational Preliminary examination is filed and no 

ST. " "pIa^o ^Tp^p^r^^" reCSived the W ^»SA will be transform^ 
'™ mto an IPRP (International Preliminary Report on Patentability 



Filing informal 
com m ents 



™Vh£SK<£t J? 9 ,SFVW °- |SA the applicant may file informal comments 
on the WO-ISA directly with the International Bureau of WIPO Thesl 
win be communicated to the designated Offices together with the 
(International Preliminary Report on Patentability) at 30 months from The 
pr.or.ty date. Please also refer to the next box ™omns from the 



End of the 

international 

phase 



At the end of the international phase the International Bureau of WIPO will 

Sf .°nto IhI T^?'" 3 demand Was ,i,ed - th« written opTnion^t'e 
PEA into the IPRP, wh.ch will then be transmitted together with possible 

n F%Tnt^nlfnrJ he ™» ■ ^replaces the*™ 

(international preliminary examination report). 



Relevant PCT 
Rules and more 
inform ation 



^lo^^So^ 44 PCr - *"° ^ ~" 
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